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Development of new therapy for H3K27M mutant glioma
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Midline glioma, such as Diffuse Intrinsic Pontine glioma (DIPG), is
unresectable and shows treatment resistance. Causative gene of DIPG was reported to be K27Mutation
of H3F3A gene. Therefore, we isolated and established Saga 027 stem cells, which harbors the histone

H3.3 Lys 27-to-methionine (K27M) mutation and can support research and drug development efforts
targeting DIPG. Recently, it is reported that DRD2 is a G protein-coupled receptor that promotes
tumor growth and has emerged as a therapeutic target for gliomas and other tumors that overexpress
this receptor. ONC201 is a selective antagonist of dopamine receptor D2/3 (DRD2/3) that crosses the
blood-brain barrier. We examined the effect of ONC201 for Saga 027 cells. However, these cells
showed resistant against ONC201. Next, we examined various methylation inhibitors, and found
effective usage of some drugs.
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